R
ecently released guidelines on the use of disease-modifying therapies (DMTs) in patients with multiple sclerosis (MS) include guidance on starting, switching, and stopping treatment. The guidelines, which were produced by a multidisciplinary panel and endorsed by the Multiple Sclerosis Association of America and the National Multiple Sclerosis Society, were presented at the American Academy of Neurology (AAN) 2018 Annual Meeting and published in Neurology. 1 Included within the guidelines are recommendations for patients with relapsing-remitting MS, secondary progressive MS, and primary progressive MS, as well as those with clinically isolated syndrome of demyelination. In an expert interview, the lead author Alexander Rae-Grant discusses the major recommendations of the guidelines.
Q. What are the recommendations of the new AAN guidelines in terms of when to prescribe DMTs for MS?
The guidelines are focused on personalizing the decision about when to start DMTs, which DMT to start, and how to start DMTs. Each individual with MS has different medical issues, different risk tolerances, and different preferences that need to be considered and acted upon when deciding on a DMT. Ultimately a shared decision-making model is the best one for this kind of long-term disease and patient management. 
Q. What treatments are recommended for patients with highly active MS?
Highly active MS has not been clearly defined, but the panel considered people who had had multiple recent relapses particularly with an active MRI pattern to be highly active. Subgroup analysis for large pivotal studies of alemtuzumab, fingolimod and natalizumab showed benefit in this group, 
Q. What factors should be considered when switching DMTs?
The panel had less evidence from the systematic review for switching than for the starting recommendations. However, the panel did recommend that in people with MS on a DMT who have been on medicine long enough for it to take effect, and who had been adherent to therapy, who have one or more relapses, or two or more unequivocally new MRI lesions, or who have progressive disability, clinicians should discuss switching to another DMT.
Again, the same factors come into play as with the initial decision for DMTs; patient preference, comorbid conditions that may be affected by particular DMTs, and patient risk aversion.
Q. When should treatment discontinuation be recommended?
The panel had limited data to guide stopping decisions from the systematic review. However, the panel did feel that there must be a group of people with MS for whom the burden of further treatment outweighed the benefit.
The panel did struggle with precisely who this might be. 
Q. What aspects of treatment were identified as needing further research?
The panel felt strongly that more data were needed for whether starting a highly effective therapy early, rather than a stepped care approach, was better. In addition, the panel felt that more data were needed for safety of DMTs in pregnancy, particularly newer agents being critical. Finally, the committee felt that pragmatic clinical trials of stopping medications versus continuing medication were important. Of course, longer term studies are always needed but continue to be a difficult type of study to conduct.
The panel is encouraged that work is already underway in all of these critical directions.
